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Ina teratologg study in rabbits, an increased incidence of postimplantation fetal loss occurred in dams exposed to 60,
300 and 1500 mg/k dai/, or less than approximately 4 to 8 times the maximum human dose on a mg/m? basis. There
are no adequate and well-controlled studies in pregnant women. Because animal reproduction studies are not always
predictive of human response, this drug should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus. Use in Nursing Mothers Gabapentin is secreted into human milk following oral
administration. A nursed infant could b exposed to a maximum dose of approximately 1 mg/kg/day of gabapentin.
Because the effect on the nursing infant is unknown, Neurontin® should be used in women who are nursing only if the
benefits clearly outweigh the risks. Pediatric Use Effectiveness in pediatric patients below the age of 3 years has not
been established (see CLINICAL PHARMACOLOGY, Clinical Studies). Geriatric Use Clinical studies of Neurontin did
not include sufficient numbers of subjects aged 65 and over to determine whether they responded differently from younger
subjects. Other reported clinical experience has not identified differences in responses between the elderly and younger
patients. In general, dose selection for an elderly patient should be cautious, usually starting at the low end of the dosing
range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other
drug therapy. This drug is known to be substantially excreted by the kidney, and the risk of toxic reactions to this drug
may be greater in patients with impaired renal function. Because elderly patients are more likely to have decreased renal
function, care should be taken in dose selection, and it may be useful to monitor renal function (see CLINICAL
PHARMACOLOGY, ADVERSE REACTIONS, and DOSAGE AND ADMINISTRATION sections).
ADVERSE REACTIONS
The most commonly observed adverse events associated with the use of Neurontin® in combination with other antiepileptic
drugs in patients >12 years of age, not seen at an equivalent frequency among placebo-treated patients, were somnolence,
dizziness, ataxia, fatigue, and nystagmus. The most commonly observed adverse events reported with the use of Neurontin
in combination with other antiepileptic drugs in pediatric patients 3 to 12 years of age, not seen at an equal frequency among
R‘Iacebo-treated patients, were viral infection, fever, nausea and/or vomiting, somnolence, and hostility (see WARNINGS,
leuropsychiatric Adverse Events). Approximately 7% of the 2074 patients >12 years of age and approximately 7% of the
449 pediatric patients 3 to 12 1yeafs of age who received Neurontin® in premarketing clinical trials discontinued treatment
because of an adverse event. The adverse events most commonly associated with withdrawal in patients >12 years of age
were somnolence (1.2%), ataxia (0.8%), fatique (0.6%), nausea and/or vomiting (0.6%), and dizziness (0.6%). The adverse
events most commonl{ associated with withdrawal in pediatric patients were emotional lability (1.6%), hostility (1.3%), and
hyperkinesia (1.1%). Incidence in Controlled Clinical Trials Table 1 lists treatment-emergent signs and symptoms
that occurred in at least 1% of Neurontin®-treated patients >12 years of age with epilepsy panicipating in placebo-controlled
trials and were numerically more common in the Neurontin® group. In these studies, either Neurontin® or placebo was added
to the patient's current antiepileptic drug therapy. Adverse events were usually mild to moderate in intensity. The prescriber
should be aware that these figures, obtained when Neurontin® was added to concurrent antiepileptic drug therapy, cannot
be used to predict the frequency of adverse events in the course of usual medical practice where patient characteristics and
other factors may differ from those prevailing during clinical studies. Similarly, the cited frequencies cannot be directly
compared with figures obtained from other clinical investigations involving different treatments, uses, or investigators. An
inspection of these frequencies, however, does provide the prescribing physician with one basis to estimate the relative
contribution of drug and nondrug factors to the adverse event incidences in the population studied.

TABLE 1. Treatment-Emergent Adverse Event Incidence in Controlled Add-On Trials in Patients >12 Years of Age
(Events in at least 1% of Neurontin patients and numerically more frequent than in the placebo group)

Neurontin®  Placebo® Neurontin®  Placebo’
 Systeny/ N=543  N=378 Body System/ N=543 N=378
Adverse Event % % Adverse Event % %
Body As A Whole Nervous System (cont'd)
Fatigue 1.0 50 Tremor 6.8 32
Weight Increase 29 16 Nervousness 24 19
Back Pain 18 05 Dysarthria 24 05
Peripheral Edema 17 05 Amnesia 22 0.0
I r Depression 18 11
Vasodilatation 11 03 Thinking Abnormal 17 13
Digestive System Twitching 13 05
Dyspepsia 22 05 Coordination Abnormal 1.1 03
Mouth or Throat Dry 17 05 Respiratory System
Constipation 15 08 Rhinitis 41 37
Dental Abnormalities 15 03 Pharyngitis 28 16
Increased Appetite 11 08 Coughing 18 13
Hematologi mphatic Systems Skin and Appendages
Leukopenia 11 05 Abrasion 13 0.0
Pruritus 13 05
Myalgia 20 19 Urogenital System
Fracture 11 08 Impotence 15 11
Nervous System Special Senses
Somnolence 19.3 87 Diplopia 59 19
Dizziness 171 6.9 Amblyopia® 42 11
Ataxia 125 56 jati
Nystagmus 83 40 WBC Decreased 11 0.5

2 Plus background antiepileptic drug therapy. ® Amblyopia was often described as blurred vision.

Qther events in more than 1% of patients >12 years of age but equally or more frequent in the placebo group included:
headache, viral infection, fever, nausea and/or vomiting, abdominal pain, diarrhea, convulsions, confusion, insomnia,
emotional lability, rash, acne. Among the treatment-emergent adverse events occurring at an incidence of at least 10% of
Neurontin-treated patients, somnolence and ataxia appeared to exhibit a positive dose-response relationship. The overall
incidence of adverse events and the types of adverse events seen were similar among men and women treated with
Neurontin®. The incidence of adverse events increased slightly with increasing age in patients treated with either Neurontin®
or placebo. Because only 3% of patients (28/921) in placebo-controlled studies were identified as nonwhite (black or
other), there are insufficient data to support a statement regarding the distribution of adverse events by race. Table 2 lists
treatment-emergent signs and symptoms that occurred in at least 2% of Neurontin-treated patients 3 to 12 years of age
with epilepsy participating in placebo-controlled trials and were numerically more common in the Neurontin group. Adverse
events were usually mild to moderate in intensity.

TABLE 2. Treatment-Emergent Adverse Event Incidence in Pediatric Patients Age 3 to 12 Years in a
Controlled Add-On Trial
(Events in at least 2% of Neurontin patients and numerically more frequent than in the placebo group)

Neurontin®  Placebo’ Neurontin®  Placebo’
Body Systen/ N=119  N=128 Body System/ N=119  N=128
Adverse Event % % Adverse Event % %
Bady As A Whole Nervous System
Viral Infection 109 31 Somnolence 84 47
ever 101 31 Hostility 76 23
Weight Increase 34 08 Emotional Lability 42 16
Fatigue 34 16 Diziness 25 16
Digestive System Hyperkinesia 25 08
Nausea and/or Vomiting 8.4 70 Respiratory System
Bronchitis 34 08
Respiratory Infection 25 08

2 Plus background antiepileptic drug therapy.

Other events in more than 2% of pediatric patients 3 to 12 years of age but equally or more frequent in the placebo group
inc:ju_ded: pharyngitis, upper respiratory infection, headache, rhinitis, convulsions, diarrhea, anorexia, coughing, and otitis
media.

Other Adverse Events Observed During All Clinical Trials Neurontin® has been administered to 2074 patients
>12 years of age during all clinical trials, only some of which were placebo-controlled. During these trials, all adverse
events were recorded by the clinical investigators using terminology of their own choosing. To provide a meaningful
estimate of the proportion of individuals having adverse events, similar types of events were grouped into a smaller number
of standardized categories using modified COSTART dictionary terminology. These categories are used in the listing below.
The frequencies presented represent the proportion of the 2074 patients >12 years of age exposed to Neurontin® who
experienced an event of the type cited on at least one occasion while receiving Neurontin®. All reported events are
included except those already listed in the previous table, those too general to be informative, and those not reasonably
associated with the use of the drug. Events are further classified within body system categories and enumerated in order
of decreasing frequency using the following definitions: frequent adverse events are defined as those occurring in at least
1/100 patients; infrequent adverse events are those occurring in 1/100 to 1/1000 patients; rare events are those occurring
in fewer than 1/1000 patients. Body As A Whole: Frequent: asthenia, malaise, face edema; Infrequent: allergy, generalized

https://doi.org/10.1017/51092852900017879 Published online by Cambridge University Press

edema, weight decrease, chill; Rare: strange feelings, lassitude, alcohol intolerance, hangover effect. Cardiovascular
System: Frequent: hypertension; /nfrequent: hypotension, angina pectoris, peripheral vascular disorder, palpitation,
tachycardia, migraine, murmur; Rare: atrial fibrillation, heart failure, thrombophlebitis, deep thrombophlebitis, myocardial
infarction, cerebrovascular accident, pulmonary is, ventricular Y dycardia, premature arial ion,
pericardial rub, heart block, pulmonary embolus, hyperlipidemia, hypercholesterolemia, pericardial effusion, pericarditis.
Digestive System: Frequent: anorexia, flatulence, gingivitis; /nfrequent: glossitis, qum hemorrhage, thirst, stomatitis,
increased salivation, gastroenteritis, hemorrhoids, bloody stools, fecal incontinence, hepatomegaly; Rare: dysphagia, eructation,
pancreatitis, peptic ulcer, colitis, blisters in mouth, tooth discolor, perleche, salivary gland enlarged, lip hemorrhage,
esophagitis, hiatal hernia, hematemesis, proctitis, irritable bowel syndrome, rectal hemorrhage, esophageal spasm. Endocrine
System: Rare: hyperthyroid, hypothyroid, goiter, hypoestrogen, ovarian failure, epididymitis, swollen testicle, cushingoid
appearance. Hematologic and Lymphatic System: Frequent: purpura most often described as bruises resulting from
physical trauma; Infrequent: anemia, thrombomogﬁnia, lymphadenopathy; Aare: WBC count increased, lymphocytosis, non-
Hodgkin's lymphoma, bleeding time increased. Musculoskeletal System: Frequent: arthralgia; Infrequent: tendinitis,
arthritis, joint stiffness, joint swelling, positive Romberg test, Rare: costochondritis, osteoporosis, bursitis, contracture.
Nervous System: Frequent: vertigo, hyperkinesia, paresthesia, decreased or absent reflexes, increased reflexes, anxiety,
hostility; Infrequent: CNS tumors, syncope, dreaming abnormal, aphasia, hypesthesia, intracranial hemorrhage, hypotonia,
dysesthesia, paresis, dystonia, hemiplegia, facial paralysis, stupor, cerebellar dysfunction, positive Babinski sign, decreased
position sense, subdural hematoma, apathy, hallucination, decrease or loss of libido, agitation, paranoia, depersonalization,
euphoria, feeling high, doped-up sensation, suicidal, psychosis; Rare: choreoathetosis, orofacial dyskinesia, encephalopathy,
nerve palsy, personality disorder, increased libido, subdued temperament, apraxia, fine motor control disorder, meningismus,
local myoclonus, hyperesthesia, hypokinesia, mania, neurosis, hysteria, antisocial reaction, suicide gesture. Respiratory
System: Frequent: pneumonia; Infrequent. epistaxis, dyspnea, apnea; Rare: mucositis, aspiration pneumonia, hyperventilation,
hiccup, laryngitis, nasal obstruction, snoring, pasm, hypoventilation, lung edema. Dermatological: /nfrequent:
alopecia, eczema, dry skin, increased sweating, urticaria, hirsutism, seborrhea, cyst, herpes simplex; Rare: herpes zoster, skin
discolor, skin papules, photosensitive reaction, leg ulcer, scalp seborrhea, psoriasis, desquamation, maceration, skin nodules,
subcutaneous nodule, melanosis, skin necrosis, local swelling. Urogenital System: infrequent: hematuria, dysuria, urination
frequency, cystitis, urinary retention, urinary inconti vaginal amenorrhea, d hea, menorrhagia,
breast cancer, unable to climax, ejaculation abnormal; Rare: kidney pain, leukorthea, pruritus genital, renal stone, acute renal
failure, anuria, glycosuria, nephrosis, nocturia, pyuria, urination urgency, vaginal pain, breast pain, testicle pain. Special
Senses: Frequent: abnormal vision; Infrequent: cataract, conjunctivitis, eyes dry, eye pain, visual field defect, photophobia,
bilateral or unilateral ptosis, eye hemorrhage, hordeolum, hearing loss, earache, tinnitus, inner ear infection, ofitis, taste loss,
unusual taste, eye twitching, ear fullness; Rare: eye itching, abnormal accommodation, perforated ear drum, sensitivity to noise,
eye focusing problem, watery eyes, retinopathy, glaucoma, iritis, comeal disorders, lacrimal dysfunction, degenerative eye
changes, blindness, retinal degeneration, miosis, chorioretinitis, strabismus, eustachian tube dysfunction, labyrinthitis, ofitis
externa, 0dd smell. Adverse events occurring during clinical trials in 449 pediatric patients 3 to 12 years of age treated with
gabapentin that were not reported in adjunctive trials in adults are: Body As A Whole: dehydration, infectious mononucleosis.
Digestive System: hepatitis. Hemic and Lymphatic System: coagulation defect, Nervous System: aura disappeared,
occipital neuralgia. Psychobiologic Function: sleepwalking. Respiratory System: pseudocroup, hoarseness.
Postmarketing and Other Experience In addition to the adverse experiences reported during clinical testing of Neurontin®,
the following adverse experiences have been reported in patients receiving marketed Neurontin®. These adverse experiences
have not been listed above and data are insufficient to support an estimate of their incidence or to establish causation. The
listing is alphabetized: angioedema, blood glucose fluctuation, erythema multiforme, elevated liver function tests, fever,
hyponatremia, jaundice, Stevens-Johnson syndrome.
DRUG ABUSE AND DEPENDENCE
The abuse and dependence potential of Neurontin® has not been evaluated in human studies
OVERDOSAGE
A lethal dose of gabapentin was not identified in mice and rats receiving single oral doses as high as 8000 mg/kg. Signs
of acute toxicity in animals included ataxia, labored breathing, ptosis, sedation, hypoactivity, or excitation. Acute oral
overdoses of Neurontin® up to 49 grams have been reported. In these cases, double vision, slurred speech, drowsiness,
lethargy and diarrhea were observed. All patients recovered with supportive care. Gabapentin can be removed by
hemodialysis. Although hemodialysis has not been performed in the few overdose cases reported, it may be indicated by
the patient's clinical state or in patients with significant renal impairment.
DOSAGE AND ADMINISTRATION
Neurontin® is recommended for add-on theraﬁy in patients 3 years of age and older. Effectiveness in pediatric patients
below the age of 3 years has not been established. Neurontin® is given orally with or without food. Patients >12 Years
of Age: The effective dose of Neurontin® is 900 to 1800 mg/day and given in divided doses (three times a day) using
300~ or 400-mg capsules or 600- or 800-mg tablets. The starting dose is 300 mg three times a day. If necessary, the dose
may be increased using 300~ or 400-mg capsules or 600- or £00-myg tablets three times a day up to 1800 mg/day. Dosages
up to 2400 mg/day have been well tolerated in long-term clinical studies. Doses of 3600 mg/day have also been
administered to a small number of patients for a relatively short duration, and have been well tolerated. The maximum
time between doses in the T..D. schedule should not exceed 12 hours. Pediatric Patients Age 3-12 Years: The starting
dose should range from 10-15 mg/kg/day in 3 divided doses, and the effective dose reached b{ upward titration over a
period of approximately 3 days. The effective dose of Neurontin in patients 5 years of age and older is 2535 mg/kg/day
and given in divided doses (three times a day). The effective dose in pediatric patients ages 3 and 4 years is 40 mg/kg/day
and given in divided doses (three times a day). (See CLINICAL PHARMACOLOGY, Pediatrics.) Neurontin® may be
administered as the oral solution, capsule, or tablet, or using combinations of these formulations. Dosages up to
50 mg/kg/day have been well tolerated in a long-term clinical study. The maximum time interval between doses should
not exceed 12 hours. It is not necessary to monitor gabapentin plasma concentrations to optimize Neurontin® therapy.
Further, because there are no significant pharmacokinetic interactions among Neurontin® and other commonly used
antiepileptic drugs, the addition of Neurontin® does not alter the plasma levels of these drugs appreciably. If Neurontin® is
discontinued and/or an alternate anticonvulsant medication is added to the therapy, this should be done gradually over a
minimum of 1 week. Creatinine clearance is difficult to measure in outpatients. In patients with stable renal function,
creatinine clearance (C¢r) can be reasonably well estimated using the equation of Cockeroft and Gault:

for females Ccr=(0.85)(14G-age)(weight)/[(72)(Scr))

for males Ccr=(140-age)(weight)/[(72)(Scr)]
where age s in years, weight is in kilograms and Scr is serum creatinine in mg/dL. Dosage adjustment in patients
>12 years of age with compromised renal function or undergoing hemodialysis is recommended as follows:

TABLE 3. Neurontin® Dosage Based on Renal Function

Renal Function

Creatinine Clearance Total Daily Dose Dose Regimen

(mL/min) (mg/day) (mg
>60 1200 400TID.
30-60 600 300B.LD.
15-30 300 300Q.0.
<15 150 3000.0.0:
Hemodialysis — 200-300*

# Every other day. ® Loading dose of 300 to 400 mg in patients who have never received Neurontin®, then 200 to 300 mg Neurontin®
following each 4 hours of hemodialysis.

The use of Neurontin® in patients <12 years of age with compromised renal function has not been studied.
B only

Distributed by:

PARKE-DAVIS

Div of Warner-Lambert Co

A Pfizer Company

©1999, PDPL

NEURONTIN
(gabapentin)

100 mg 300 mg 400 mg 600 mg 800 mg 250 mg/5 mL
Products pictured are not actual size.

Rev. 0, July 2001

NE105399-B © 2002 Pfizer Inc. All rights reserved. @ vs. Pharmaceuticats


https://doi.org/10.1017/S1092852900017879

https://doi.org/10.1017/51092852900017879 Published online by Cambridge University Press

NEURONTIN® (gabapentin) capsules
NEURONTIN® (gabapentin) tablets
NEURONTIN® (gabapentin) oral solution

Before prescribing, please see full prescribing information. A Brief Summary follows.

INDICATIONS AND USAGE

Neurontin® (gabapentin) is indicated as adjunctive therapy in the trealment of partial seizures with and without secondary
generalization in patients over 12 years of age with epilepsy. Neurontin is aiso indicated as adjunctive therapy in the
treatment of partial seizures in pediatric patients age 312 years.

CONTRAINDICATIONS

Neurontin® is contraindicated in patients who have demonstrated hypersensitivity to the drug or its ingredients.
WARNINGS

Neuropsychiatric Adverse Events—Pediatric Patients 3-12 Years of Age Gabapentin use in pediatric patients
with epilepsy 3—12 vears of age is associated with the accurrence of central nervous System related adverse events. The
most significant of these can be classified into the following categories: ) emational lability (primarily behavioral
problems), 2} hostility, including aggressive behaviors, 3) thought disorder, including concentration problems and
change in school performance, and 4? hyperkinesia (primarily restlessness and hyperactivity). Among the gabapentin-
freated patients, most of the events were mild to moderate in intensity. In controlled trials in pediatric patients 3-12 years
of age the incidence of these adverse events was: emotional lability 6% (gabapentin-treated patients) vs 1.3% (placebo-
treated patients); hostility 5.2% vs 1.3%; hyperkinesia 4.7% vs 2.9%; and thought disorder 1.7% vs 0%. One of these
events, a report of hostility, was considered serious. Discontinuation of gabapentin treatment occurred in 1.3% of patients
reporting emotional lability and hyperkinesia and 0.9% of gabapentin-treated patients reporting hostility and thought
disorder. One placebo-treated patient (0.4%) withdrew due to emotional lability. Withdrawal Precipitated Seizure,
Status Epilepticus Antiepileptic drugs should not be abruptly discontinued because of the possibility of increasing
seizure frequency. In the placebo-controlled studies in patients >12 years of age, the incidence of status epilepticus in
patients receiving Neurontin® was 0.6% (3 of 543) versus 0.5% in patients receiving placebo (2 of 378). Among the
2074 patients treated with Neurontin® across all studies (controlled and uncontrolled) 31(1.5%) had status epilepticus.
Of these, 14 patients had no prior history of status epilepticus either before treatment or while on other medications.
Because adeguate historical data are not available, it is impossible to say whether or not treatment with Neurontin™ is
associated with a higher or lower rate of status epilepticus than would be expected to occur in a simifar population not
treated with Neurontin®, Tumorigenic Potential In standard preciinical 1 vivo lifetime carcinogenicity studies, an
unexpectedly high incidence of pancreatic acinar adenocarcinomas was identified in male, but not female, rats.
{See PRECAUTIONS: Carcinogenesis, Mutagenesis, Impairment of Fertility) The clinical swgnmcance of this fmdmg is
unknown, Clinical experience during gabapentin's premarketing deve\opmem provides no direct means to assess its
potential for inducing tumors in humans. In clinical studies comprising 2085 patient-years of exposure, new tumors were
Teported in 10pat|ents (2 breast, 3 brain, 2 lung, 1 adrenal, 1 non-Hodgkin's lymphoma, 1 endometrial carcinoma in sitt),
and preenstmg umors worsened in 11 patients (9 bram 1 breast, 1 prostate) during or up to 2 years following
discontinuation of Neurontin®. Without knowledge of the background incidence and recurrence in a similar popufation not
treated with Neurontin®, it is impossible to know whether the incidence seen in this cohort is or is not affected by treatment.
Sudden and Unexplained Deaths During the course of premarketing development of Neurontin®, 8 sudden and
unexplained deaths were recorded among a cohort of 2203 patients treated (2103 patient-years of exposure). Some of these
could represent seizure-related deaths in which the seizure was not observed, e.g., al night. This represents an incidence
of 0.0038 deaths per patient-year. Although this rate exceeds that expected in a healthy population matched for age and
sex, itis within the range of estimates for the incidence of sudden unexplained deaths in patients with epilepsy not receiving
Neurontin® {ranging from 0.0005 for the general population of epileptics, to 0.003 for a clinical trial population similar to
that in the Neurontin® program, to 0.005 for patients with refractory epilepsy). Consequently, whether these figures are
reassuring or raise further concern depends an comparability of the populations reported upon to the Neurontin® cohort
and the accuracy of the estimates provided.

PRECAUTIONS

Information for Patients Patients should be instructed to take Neurontin® only as prescribed. Patients shoutd be advised
that Neurontin® may cause dizziness, somnolence and other symptoms and signs of CNS depression. Accordingly, they
should be advised neither to drive a car nor to operate other complex machinery until they have gained sufficient experience
on Neurontin® to gauge whether or not it affects their mental and/or motor performance adversely. Laboratary Tests
Clinical trials data do not indicate that routine monitoring of clinical laboratory parameters is necessary for the safe use of
Neurontin®. The value of monitoring Neurontin® blood concentrations has not been established. Neurontin® may be used
in combination with other antiepileptic drugs without concern for aiteration of the blood concentrations of gabapentin or of
other antiepileptic drugs. Drug Interactions Gabapentin is not appreciably metabolized nor does it interfere with the
metabolism of commonly coadministered antiepileptic drugs. The drug interaction data described in this section were
obtained from studies involving healthy adults and adult patients with epilepsy. Phenytoin: n a single and multiple dose
study of Neurontin® (400 mg T..D.} in epileptic patients (N = 8) maintained on phenytoin monotherapy for at least 2 months,
gabapentin had no effect on the steady-state trough plasma concentrations of phenytoin and phenytoin had no effect on
gabapentin pharmacokinetics. Carbamazepine: Steady-state trough plasma carbamazepine and carbamazepine 10,
11 epoxide concentrations were not affected by concomitant gabapentin (400 mg T.1.D.; N=12) administration. Likewise,
gabapentin pharmacokinetics were unaltered by carbamazepine administration. Valproic Acid: The mean steady-state
trough serum valproic acid concentrations prior to and dunng concomitant gabapentin administration (400 mg T1.0.; N=17)
were not different and neither were affected by valproic acid Phenobabital:
Estimates of steady-state pharmacokinetic parame ers for phenobarbdm or gabapentin (300 mg T.1.D.; N=12) are identical
whether the drugs are administered alone or together. Cimetidine: In the presence of cimetiding at 30 mg Q.10. (N=12)
the mean apparent oral clearance of gabapentin fell by 14% and creatinine clearance fell by 10%. Thus cimetidine
appeared to alter the renal excretion of both gabapentin and creatinine, an endogenous marker of renal function. This smafl
decrease in excretion of gabapentin by cimetidine is not expected to be of clinical importance. The effect of gabapentin on
cimefidine was not evaluated. Oral Contraceptive: Based on AUC and half-life, multiple-dose pharmacokinetic profiles
of norethindrone and ethinyl estradiol following administration of tablets containing 2.5 mg of norethindrone acetate and
50 meg of ethinyl estradiol were similar with and without coadministration of gabapentin (400 mg T.1.D.; N=13). The Cmax
of norethindrone was 13% higher when it was coadministered with gabapentin; this interaction is not expected to bg of
clinical importance. Antacid {Maalox®): Maalox reduced the bioavailability of gabapentin (N=16) by about 20%. This
decrease in bicavailability was about 5% when gabapentin was administered 2 hours after Maalox. It is recommended that
gabapentin be taken at least 2 hours following Maalox administration. Effect of Prabenecid: Probenecid is a blocker of
renal tubular secretion. Gabapentin pharmacokinetic parameters without and with probenecid were comparable. This
indicates that gabapentin does not undergo renal tubular secretion by the pathway that is biocked by probenecid.
Drug/Laboratory Tests Interactions Because false positive readings were reported with the Ames N-Multistix SG*
dipstick test for urinary protein when gabapentin was added to other antiepileptic drugs, the more specific sulfosalicylic acid
precipitation procedure is recommended to determine the presence of urine protein. Carcinogenesis, Mutagenesis,
Impairment of Fertility Gabapentin was given in the diet to mice at 200, 600, and 2000 mg/kg/day and to rafs at 250,
1000, and 2000 mg/kg/day for 2 years. A stafistically significant increase in the incidence of pancreatic acinar cell adenomas
and carcinomas was found in male rats receiving the high dose; the no-gffect dose for the occurrence of carcinomas was
1000 mg/kg/day. Peak plasma concentrations of gabapentin in rats receiving the high dose of 2000 mg/kg were 10 times
higher than plasma concentrations in humans receiving 3600 mg per day, and in rats receiving 1000 mg/kg/day peak
plasma concentrations were 6.5 times higher than in humans receiving 3600 mg/day. The pancreatic acinar cell carcinomas
did not affect survival, did not metastasize and were not locally invasive. The relevance of this finding to carcinogenic risk
in humans is unclear, Studies designed to investigate the mechanism of gabapentin-induced pancreatic carcinogenes’s in
rats indicate that gabapentin stimulates DNA synthesis in rat pancreatic acinar cells i viro and, thus, may be acting as a
tumor promoter by enhancing mitogenic activity. It is not known whether gabapentin has the ability o increase cell
proliferation in other ce!l types or in other species, including humans. Gabapentin did not demonstrate mutagenic or
genotoxic potential in three in vifro and four jn vivo assays. It was negative in the Ames test and the in vitro HGPRT forward
mutation assay in Chinese hamster fung cells; it did not produce significant increases in chromosomal aberrations in the
in vitro Chinese hamster lung cell assay; it was negative in the in vivo chromosomal aberration assay and in the in vivo
micronucleus test in Chinese hamster bone marrow, it was negative in the 7 vivo mouse micronucleus assay; and it did
not induce unscheduled ONA synthesis in hepatocytes from rats given gabapentin. No adverse effects on fertility or
reproduction were observed in rats at doses up to 2000 mg/kg éapgroximately 5 times the maximum recommended human
dose on an mg/m? basis). Pregnaney Pregnancy Category C: Gabapentin has been shown fo be fefotexic in rodents,
causing delayed ossification of several bones in the skull, vertebrae, forelimbs, and hindlimbs. These effects occurred
when pregnant mice received oral doses of 1000 or 3000 mg/kg/day during the period of organogenesis, or approximately
1 to 4 times the maximum dose of 3600 mg/day given to epileptic patients on a mg/m’ basis. The no-gffect level was
500 mg/ko/day or approximately % of the human dose on a mg/m? basis. When rats were dosed prior to and during mating,
and throughout gestation, pups from all dose groups (500, 1000 and 2000 mg/kg/day) were affected. These doses are
equivalent o less than approximately 1 to 5 times the maximum human dose on a mg/m? basis. There was an increased
incidence of hydroureter and/or hydronephrosis in rats in a study of fertility and general reproductive performance at
2000 mg/kg/day with no effect at 1000 mg/kg/day inateratology study at 1500 mg/kg/day with no effect at 300 mg/kg/day,
and in a perinatal and postnatal study at all doses studied (500, 1000 and 2000 mg/kg/day). The doses at which the effects
occurred are app y 1 10 5 times the maximum human dose of 3600 mg/day on a mg/m’ basis; the no-gffect doses
were approximately 3 fimes (Fertility and General Reproductive Performance study) and approxxmate\y equal to
(Teratogenicity study) the maximum human dose on a mg/m? basis. Other than hydroureter and hydronephrosis, the
etiologies of which are unclear, the incidence of malformations was not increased compared to controls in effspring
of mice, rats, or rabbits given doses up to 50 times (mice), 30 times (rats), and 25 times (rabbits) the human daily
dose on a mg/kg basis, or 4 times {mice), 5 times (rats), or 8 times (rabbits) the human daily dose on a mg/m’ basis.
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STRONG SILENT TYPE.
LIKE HIS NEURONTIN.

ADD-ON PARTIAL-SEIZURE CONTROL WITH EXCELLENT TOLERABILITY

Efficacy in a range of patients
Well tolerated
Effective starting dose

Rapid titration to maximum efficacy

Simple, safe pharmacokinetics

Available in 100-mg, 300-mgqg, and 400-mgq capsules,
600-mg and 800-mgq tablets, and an oral solution

“at

NEURONTIN is indicated as adjunctive treatment for partial seizures in pediatric patients (3-12 years old) and for partial
seizures with and without secondary generalization in adults (>12 years old). NEURONTIN is contraindicated in patients
who have demonstrated hypersensitivity to the drug or its ingredients. NEURONTIN use in pediatric patients
aged 3 to 12 years has been associated with mild to moderate neuropsychiatric adverse events, including emotional lability,
hostility, thought disorder, and hyperkinesia.

In controlled clinical trials, the most common adverse events reported with NEURONTIN vs placebo in adults (>12 years old) were
somnolence (19.3% vs 8.7%), dizziness (17.1% vs 6.9%), ataxia (12.5% vs 5.6%), fatigue (11.0% vs 5.0%), and nystagmus (8.3% vs
4.0%); the most common adverse events in pediatric patients (3-12 years old) were viral infection (10.9% vs 3.1%), fever (10.1% vs
3.1%), nausea and/or vomiting (8.4% vs 7.0%), somnolence (8.4% vs 4.7%), and hostility (7.6% vs 2.3%).

Please see brief summary of full prescribing information on adjacent pages.

add control. add confidence. add NEURONTIN

(gabapentin)
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CNS Digest

In the Journal of June 2002

BIOLOGICAL DETERMINISM AND BDD
page 429

“The sizes of secondary sexual facial characteristics that
develop during puberty are also important in ratings of
attractiveness. Enlarged jaws, chins, and cheekbone are
examples of secondary sexual traits that are enlarged by
testosterone during puberty in men. The largeness of these
features are considered by women as sexually attractive,
perhaps because they advertise a sirong immune system.
Female attractiveness is correlated with the opposite—tiny
lower faces, big lips, and a slender lower jaw. Rhodes and
colleagues found that exaggerated female traits were attrac-
tive in both female faces and male faces, corroborating simi-
lar findings by Perrett and colleagues. The results of
Rhodes and colleagues and Perrett and colleagues are par-
ticularly significant because there is stronger evidence that
the sizes of secondary sexual facial characteristics advertise
health and immunocomptence in males more than females."
The research presented so far to define facial beauty derives
from a biological perspective. There is some limited evi-
dence indicating that social and cultural factors may also
play important roles in influencing body-image standards.
However, the research to date has focused on the negative
impact media exposure has on disordered eating and body
weight, as opposed to facial attractiveness. It is therefore
unclear whether such factors play a significant role in deter-
mining standards of facial beauty.”

CEREBRAL REGIONS AND THE
CONNECTIONS TO BDD
page 432

“Lesions in specific anatomical regions of the brain corre-
spond with specific functional changes or deficits. The pre-
frontal cortex connects to the temporal and parietal lobes via
cingulum pathways. Bilateral prefrontal lesions may cause
concentration loss, decreased intellectual performance, and
memory and judgment deficits. A lesion in the somatosen-
sory area, which borders the frontal and parietal lobes,
causes loss of perception or reception. Parietal lobe activities
include interpretation and integration of information from
sensory areas (ie, somatosensory and visual cortex).
Consequently, parietal lesions cause sensory ataxia, general
awareness loss, apathy, faulty sensory impulse recognition,
and inability to interpret spatial relationships. Lesions in one
side of the striate cortex, or primary visual area, cause con-
tralateral hemianopsia, while lesions in the secondary visual
area result in an inability to interpret visual impulses. The
temporal lobes receive and interpret auditory information, pat-
tern recognition, and higher visual coordination. The temporal
lobe interconnections manage highly integrated activity.
Lesions in this region modify normal behaviors and cause mis-
perceptions (ie, hallucinations) and seizures. These anatomi-
cofunctional correlations are summarized in the Table.”

HOW EMOTIONS AND RESPONSE
ALTER OUR IMAGE
page 435

“Patients with anxiety disorders and individuals with
high trait anxiety tend to selectively process threatening
information, a bias that might contribute to the development
or maintenance of emotional disorders. Investigating atten-
tional processes in BDD, we found that individuals with
BDD, in contrast to healthy controls, selectively atiended to
appearance-related information and emotional appearance-
unrelated information.® Selective attention to appearance-
related information, for example, might partly explain why
individuals with BDD have to think about their imagined
defect over and over again. ”

ALTERING THE IMAGE OF BDD
page 444

“Reports of patients with BDD and clinical observations
led us to suspect an underlying somatosensory disturbance
which allows these patients to maintain their distorted per-
ception of their bodily features despite treatment. Whether
these distortions are related to cerebral pathology, possibly
localized in the parietal region, or merely related to cogni-
tive appraisals based on needs for perfection and symmetry,
is currently unknown. Because information-processing
based on cognitions has been explicated in other studies, we
will present the neurological perspective in this article.”

TREATING BDD AT THE SOURCE
page 453

“It should first be underscored that BDD warrants
aggressive treatment. Patients with this disorder are
markedly distressed, with scores on measures of perceived
stress exceeding those reported for most psychiatric
patients. Most patients experience significant impairment in
social and occupational/academic functioning. Many are
housebound, require psychiatric hospitalization, and
attempt suicide. Quality of life is notably poor: one study
found that mental health-related quality of life for BDD
patients was poorer than for the United States’ population as
a whole as well as for patients with depression or a chronic
or acute medical condition (eg, diabetes or acute myocardial
infarction). Furthermore, although it is relatively common,
BDD usually goes undiagnosed in clinical settings.”

THERAPEUTIC APPROACHES TO BDD
page 464

“One of the first, if not the very first, case using behav-
ioral treatment was reported by Munjack in 1978. A 27-
year-old male preoccupied with an overly red complexion
was treated using systematic desensitization in 11 sessions.
The patient was taught relaxation training and a hierarchy of
feared or avoided situations was constructed. Munjack con-
cluded that behavior therapy may be successful for those
patients sensitive to criticism whose complaints have a
phobic quality.”
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KEPPRA? (levetiracetam)

250 mg, 500 mg and 750 mg tablets R only
BRIEF SUMMARY {for full prescribing information, consult package insert)

INDICATIONS AND USAGE: Keppra (levetiracetam) is indicated as adjunctive therapy in the treatment
of partial onset seizures in adults with epilepsy.

CONTRAINDICATIONS: This product should not be administered to patients who have previously
exhibited hypersensitivity to levetiracetam or any of the inactive ingredients in Keppra tablets.

WARNINGS: Neuropsychiatric Adverse Events: Keppra use is associated with the occurrence of central
nervous system adverse events that can be classified into the following categories: 1) scmnolence and
fatigue, 2) coordination difficulties, and 3) behavioral abnormalities. In controlled trials of patients with
epilepsy, 14.8% of Keppra treated patients reported somnalence, compared to 84% of placebo patients.
There was no clear dose response up to 3000 mg/day. In a study where there was na titration, about 45%
of patients receiving 4000 mg/day reported somnolence. The somnolence was considered serious in 0.3%
of the treated patients, compared to 0% in the placebo group. Abaut 3% of Keppra treated patients
discontinued treatment due to somnolence, compared to 0.7% of placebo patients. In 1.4% of treated
patients and in 0.8% of placebo patients the dose was reduced, while 0.3% of the treated patients were
hospitalized due to somnolence. In controlled trials of patients with epilepsy, 14.7% of treated patients
reported asthenia, compared to 9.1% of placebo patients. Treatment was discontinued in 0.8% of treated
patients as compared to 0.5% of placebo patients. In 0.5% of treated patients and in 0.2% of placebo
patients the dose was reduced. A total of 3.4% of Keppra treated patients experienced coordination
difficulties {reported as either ataxia, abnormal gait, or incoordination) compared to 1.6% of placebo
patients. A total of 0.4% of patients in controlled trials discontinued Keppra treatment due to ataxia,
compared to 0% of placebo patients. In 0.7% of treated patients and in 0.2% of placebo patients the dose
was reduced due to coordination difficulties, while one of the treated patients was hospitalized due to
worsening of preexisting ataxia. Somnolence, asthenia and coordination difficulties occurred most
frequently within the first 4 weeks of treatment. In controlled trials of patients with epilepsy, 5 (0.7%) of
Keppra treated patients experienced psychotic symptoms compared to 1 {0.2%) placebo patient. Two
{0.3%) Keppra treated patients were hospitalized and their treatment was discontinued. Both events,
reported as psychosis, developed within the first week of treatment and resolved within 1 to 2 weeks
following treatment discontinuation. Two other events, reported as hallucinations, occurred after
1-5 months and resolved within 2-7 days while the patients remained on treatment. In one patient
experiencing psychotic depression occurring within a month, symptoms resolved within 45 days while the
patient continued treatment. A total of 13.3% of Keppra patients experienced other behavioral symptoms
{reported as agitation, hostility, anxiety, apathy, emotional lability, depersonalization, depression, etc.}
compared to 6.2% of placebo patients. Approximately half of these patients reported these events within
the first 4 weeks. A total of 1.7% of treated patients discontinued treatment due to these events, compared
10 0.2% of placebo patients. The treatment dose was reduced in 0.8% of treated patients and in 0.5% of
placebo patients. A total of 0.8% of treated patients had a serious behavioral event (compared to 0.2% of
placebo patients) and were hospitalized. In addition, 4 (0.5%) of treated patients attempted suicide
compared to 0% of placebo patients. One of these patients successfully committed suicide. In the other
3 patients, the events did not lead to discontinuation or dose reduction. The events occurred after patients
had been treated for between 4 weeks and 6 months. Withd | Sei Anti drugs, including
Keppra, should be withdrawn gradually to minimize the potential of increased seizure frequency.

PRECAUTIONS: Hematologic Abnormalities: Minor, but statistically significant, decreases compared to

the Ames test or the in vitro mouse lymphoma assay. Impairment of Fetility; No adverse effects on male
or female fertility or reproductive performance were observed in rats at doses up to 1800 mg/kg/day
(approximately 6 times the maximum recommended human dose on a mg/m? or exposure basis).
Pregnancy: Pregnancy Category C: In animal studies, levetiracetam produced evidence of
developmental toxicity at doses similar to or greater than human therapeutic doses. Administration to
female rats throughout pregnancy and lactation was associated with increased incidences of minor
fetal skeletal abnormalities and retarded offspring growth pre- and/or postnatally at doses
>350 mg/kg/day (approximately equivalent to the maximum recommended human dose of 3000 mg
[MRHD] on a mg/m? basis) and with increased pup mortality and offspring behavioral alterations at a
dose of 1800 mg/kg/day (6 times the MRHD on a mg/m? basis). The developmental no effect dose was
70 mg/kg/day {0.2 times the MRHD on a mg/m? basis). There was no overt maternal toxicity at the doses
used in this study. Treatment of pregnant rabbits during the period of organogenesis resulted in increased
embryofetal mortality and increased incidences of minor fetal skeletal abnormalities at doses
>600 mg/kg/day (approximately 4 times MRHD on a mg/m? basis) and in decreased fetal weights and
increased incidences of fetal malformations at a dose of 1800 mg/kg/day (12 times the MRHD on a mg/m’
basis). The developmental no effect dose was 200 mg/kg/day (1.3 times the MRHD on a mg/m? basis}.
Maternal toxicity was also observed at 1800 mg/kg/day. When pregnant rats were treated during the
period of organogenesis, fetal weights were decreased and the incidence of fetal skeletal variations
was increased at a dose of 3600 mg/kg/day (12 times the MRHD). 1200 mg/kg/day (4 times the MRHD}
was a developmental no effect dose. There was no evidence of maternal toxicity in this study. Treatment
of rats during the last third of gestation and throughout lactation produced no adverse developmental or
maternal effects at doses of up to 1800 mg/kg/day (6 times the MRHD on a mg/m? basis). There are no
adequate and well-controlled studies in pregnant women. Keppra should be used during pregnancy only
if the potential benefit justifies the potential risk to the fetus. Pregnancy Exposurs Registry: To facilitate
monitoring fetal outcomes of pregnant women exposed to Keppra physicians are encouraged to register
patients, before fetal outcome is known (e.g., ultrasound, results of amniocentesis, etc.), in the
Antiepileptic Drug Pregnancy Registry by calling {888} 233-2334 {toll fres). Labor and Delivery: The effect
of Keppra on labor and delivery in humans is unknown. Nursing Mothers: It is not known whether this
drug is excreted in human milk. Because many drugs are excreted in human milk, caution should be
exercised when Keppra is administered to a nursing woman. Pediatric Use: Safety and effectiveness in
patients below the age of 16 have not been established. Geriatric Use: Of the total number of subjects in
clinical studies of levetiracetam, 347 were 65 and over. No overall differences in safety were observed
between these subjects and younger subjects. There were insufficient numbers of elderly subjects in
controlled trials of epilepsy to adequately assess the effectiveness of Keppra in these patients. A study
in 16 elderly subjects (age 61-88 years) with oral administration of single dose and multiple twice-daily
doses for 10 days showed no pharmacokinetic differences related to age alone. Levetiracetam is known
to be substantially excreted by the kidney, and the risk of adverse reactions to this drug may be greater
in patients with impaired renal function. Because elderly patients are more likely to have decreased
renal function, care should be taken in dose selection, and it may be useful to monitor renal function. Use
in Patients With Impaired Renal Function: Clearance of levetiracetam is decreased in patients with
renal impairment and is correlated with creatrmne clearance The dosage should be reduced in patients
with impaired renal f and | doses should be given to patients after
dialysis {see DOSAGE AND ADMINISTRATION Patients with Impaired Renal Function).

ADVERSE REACTIONS: In well-controlled clinical studies, the most frequently reported adverse events
associated with the use of Keppra in combination with other AEDs, not seen at an equivalent frequency
among placebo-treated patients, were somnolence, asthenia, infection and dizziness. Table 1 lists

placebo in total mean RBC count {0.03 x 10mm), mean hemoglobin (0.03 g/dL), and mean h it
(0.38%) were seen in Keppra treated patients in controlled trials. A total of 3.2% of treated and 1.8% of
placebo patients had at least one possibly significant (<2.8 x 10%L) decreased WBC, and 2.4% of treated
and 1.4% of placebo patients had at least one possibly significant (1.0 x 10%L} decreased neutrophil
count. Of the treated patients with a low neutrophil count, all but one rose towards or to baseline with
continued treatment. No patient was discontinued secondary to low neutrophil counts. Hepatic
Abnormalities: There were no meaningful changes in mean liver function tests (LFT) in controlied trials;
lesser LFT abnormalities were similar in drug and placebo treated patients in controlied trials (1.4%). No
patients were discontinued from controlled trials for LFT abnormalities except for 1 {0.07%) epilepsy
patient receiving open treatment. Information For Patients: Patients should be instructed to take Keppra
only as prescribed. Patients should be advised to notify their physician if they become pregnant or intend
to become pregnant during therapy. Patients should be advised that Keppra may cause dizziness and
Accordingly, should be advised not to drive or operate machinery or engage in
other hazardous activities until they have gained sufficient experience on Keppra to gauge whether it
adversely affects their performance of these activities. Laboratory Tests: Although most laboratory tests
are not systematically altered with Keppra treatment, there have been relatively infrequent
abnormalities seen in hematologic parameters and liver function tests. Use in Patients With Impaired
Renal Function: Caution should be taken in dosing patients with moderate and severe renal impairment
and patients undergoing hemodialysis. Dosage should be reduced in patients with impaired renal
function receiving Keppra and supplemental doses should be given to patients after dialysis (see
CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION, Patients with Impaired Renal
Function). Drug Interactions: /n vitro data on metabolic interactions indicate that Keppra is unlikely to
produce, or be subject to, pharmacokinetic interactions. Levetiracetam and its major metabolite, at
concentrations well above C,,, levels achieved within the therapeutic dose range, are neither inhibitors
of nor high affinity substrates for human liver cytochrome P450 isoforms, epoxide hydrolase or UDP-
glucuronidation enzymes. In addition, levetiracetam does not affect the in vitro glucuronidation of
valproic acid. Levetiracetam circulates largely unbound {<10% bound} to plasma proteins; clinically
significant interactions with other drugs through competition for protein binding sites are therefore
unlikety. Potential pharmacokinetic interactions were assessed in clinical pharmacokinetic studies
{phenytoin, warfarin, digoxin, oral contraceptive) and through pharmacokinetic screening in the
placebo-controlied cllnlcal studies in epilepsy patients. D tions Between Keppra and
xistin Dr EDs): Potential drug mteractrons between Keppra and exrstrng AEDs

tr rgent adverse events that occurred in at [east 1% of patients with epilepsy treated with
Keppra participating in placebo-controlled studies and were numerically more common in patients
treated with Keppra than placebo. In these studies, either Keppra or placebe was added to concurrent
AED therapy. Adverse events were usually mild to moderate in intensity. The prescriber should be aware
that these figures, obtained when Keppra was added to concurrent AED therapy, cannot be used to
predict the frequency of adverse experiences in the course of usual medical practice where patient
characteristics and other factors may differ from those prevailing during clinical studies. Similarly, the
cited frequencies cannot be directly compared with figures obtained from other clinical investigations
involving different treatments, uses, or ir rs. An inspection of these freq ies, however, does
provide the prescriber with one basis to estimate the relative contrrbutlon of drug and non-drug factors
tothe adverse event| incidences in the population studied. ; Ingid, (%) of Ti
Ad Events in Placeh lled, Add-on Studies by Body System (Adverse Events Occurred i inat
Least 1% of Keppra-treated Patients ‘and Occurred More Frequently than Placebo-treated Patients)
Keppra (N=769) vs Placebo (N=439): Body System/Adverse Event: Body as a Whole: Asthenia {15% vs
9%); Headache (14% vs 13%); Infection {13% vs 8%); Pain (7% vs 6%). Digestive System: Anorexia {3%
vs 2%). Nervous System: Amnesia (2% vs 1%); Anxiety (2% vs 1%); Ataxia (3% vs 1%); Depression (4% vs
2%); Dizziness (9% vs 4%); Emotional Lability (2% vs 0%}; Hostility (2% vs 1%); Nervousness (4% vs 2%);
Paresthesia (2% vs 1%); Somnolence (15% vs 8%); Vertigo (3% vs 1%). Respiratory System: Cough
Increased (2% vs 1%); Pharyngitis (6% vs 4%); Rhinitis (4% vs 3%); Sinusitis (2% vs 1%). Special Senses:
Diplopia (2% vs 1%}. Other events reported by 1% or more of patients treated with Keppra but as or more
frequent in the placebo group were: abdominal pain, accidental injury, amblyopia, arthralgia, back pain,
bronchitis, chest pain, confusion, constipation, convulsion, diarrhea, drug level increased, dyspepsia,
ecchymosis, fever, flu syndrome, fungal infection, gastroenteritis, gingivitis, grand mal convulsion,
insomnia, nausea, otitis media, rash, thinking abnormal, tremor, urinary tract infection, vomiting and
weight gain. Time Course of Onset of Adverse Events: Of the most frequently reported adverse events,
asthenia, somnolence and dizziness appeared to occur predominantly during the first 4 weeks of
treatment with Keppra. Discontinuation or Dose Reduction in Well-Controlled Clinical Studies: In well-
controlled clinical studies, 15.0% of patients receiving Keppra and 11.6% receiving placebo either
discontinued or had a dose reduction as a result of an adverse avent. The adverse events most
commonly associated (>1%) with discontinuation or dose reductlon in either treatment group are
presented m Table 2 Table 2: Ads Events Most C d With Discontinuation or Dose
lled Studies in Patients With Epllopsy Keppra {N=769) vs Placebo {N=439):

{phenytoin, carbamazepme, valprmc acid, phenobarhital, lamotrigine, gab 1 and pri ) were
assessed by evaluating the serum concentrations of levetiracetam and these AEDs durmg placebo-
controlled clinical studies. These data indicate that levetiracetam does not influence the plasma
concentration of existing AEDs and that these AEDs do not influence the pharmacokinetics of
levetiracetam. Other Drug Interactions: Qral Contraceptives: Keppra (500 mg twice daily} did not
influence the pharmacokinetics of an oral contraceptive containing 0.03 mg ethinyl estradiol and 0.15 mg
levonorgestrel, or of the luteinizing hormone and progesterone levels, indicating that impairment of
contraceptive efficacy is unlikely. Coadministration of this oral contraceptive did not influence the
pharmacokinetics of levetiracetam. Digoxin: Keppra (1000 mg twice daily) did not influence the
pharmacokinetics and pharmacodynamics (ECG) of digoxin given as a 025 mg dose every day.
Coadministration of digoxin did not influence the pharmacokinetics of levetiracetam. Warfarin: Keppra
{1000 mg twice daily) did not influence the pharmacokinetics of R and S warfarin. Prothrombin time was
not affected by levetiracetam. Coadministration of warfarin did not affect the pharmacokinetics of
levetiracetam. Probenecid: Probenecid, a renal tubular secretion blocking agent, administered at a dose
of 500 mg four times a day, did not change the pharmacokinetics of levetiracetam 1000 mg twice daily.
C*.,, of the metabolite, ucb L057, was approximately doubled in the presence of probenecid while the
fraction of drug excreted unchanged in the urine remained the same. Renal clearance of ucb L057 in the
presence of probenecid decreased 60%, probably related to competmve inhibition of tubular secretion
of uch L057. The effect of Keppra on probenecid was not studied. C: M

Impairment of Fertility: Carcinogenesis: Rats were dosed with levetiracetam in the diet for 104 weeks at
doses of 50, 300 and 1800 mg/kg/day. The highest dose corresponds to 6 times the maximum

Nimhb
L

(%)] Asthenia [10 {1.3%) vs 3 (0.7%)); Convulsion [23 {3.0%) vs 15 (3.4%)]; Dizziness [11 {1.4%)
vs 0]; Somnolence [34 (4.4%) vs 7 (1.6%]]; Rash [0 vs 5 (1.1%)]. Comparison of Gender, Age and Race: The
overall adverse experience profile of Keppra was similar between females and males. There are insufficient
data to support a statement regarding the distribution of adverse experience reports by age and race.
DOSAGE AND ADMINISTRATION: Keppra is indicated as adjunctive treatment of partial onset seizures in
adults with epilepsy. In clinical trials, daily doses of 1000 mg, 2000 mg and 3000 mg, given as twice a day
dosing, were shown to be effective. Although in some studies there was a tendency toward greater
response with higher dose {see CLINICAL STUDIES in package insert), a consistent increase in response
with increased dose has not been shown. Treatment should be initiated with a daily dose of 1000 mg/day,
given as twice daily dosing (500 mg BID). Additional dosing increments may be given (1000 mg/day
additional every 2 weeks) to a maximum recommended daily dose of 3000 mg. Long term experience at
doses greater than 3000 mg/day is relatively minimal, and there is no evidence that doses greater than
3000 mg/day confer additional benefit. Keppra is given orally with or without food. Patients With Impaired
Renal Function: Keppra dosing must be individualized according to the patient’s renal function status.
Recommended doses and adjustment for dose are shown in the Table below. To use this dosing table, an
estimate of the patient's creatinine clearance {CLcr} in mL/min is needed. CLcr in mL/min may be estimated
from serum creatinine (mg/dL} determination using the following formula:

[140-age (years)] x weight {kg)
72 x serum creatinine {mg/dL)

Cler = (x 0.85 for female patients)

recommended daily human dose (MRHD) of 3000 mg on a mg/m? basis and it also provided sy
exposure {AUC) approximately 6 times that achleved in humans receiving the MRHD. There was no
evidence of carcinog A study was conducted in which mice received levetiracetam in the diet for
80 weeks at doses of 60, 240 and 960 mg/kg/day (high dose is equivalent to 2 times the MRHD on a mg/m*
or exposure basis). Although no evidence for carcinogenicity was seen, the potential for a carcinogenic
response has not been fully evaluated in that species because adequate doses have not been studied.

is: Levetiracetam was not mutagenic in the Ames test or in mammalian cells in vitro in the
Chlnese hamster ovary/HGPRT locus assay. it was not clastogenic in an in vitro analysis of metaphase
chromosomes obtained from Chinese hamster ovary cells or in an in vivo mouse micronucleus assay.
The hydrolysis product and major human metabolite of levetiracetam (uch L057} was not mutagenic in

rur:: Pharma
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Dosing Adjustment Regimen for Patients With Impaired Renal Function

Group Creatinine Clearance {mL/min) Dosage (mg} Frequency
Normal >80 500 1o 1,500 Every 12 h

Mild 50 - 80 500 to 1,000 Every 12 h

Moderate 30-50 250 to 750 Every 12h

Severe <30 250 to 500 Every12h

ESRD patients using dialysis — 500 to 1,000 Every 24 h*
*Following dialysis, a 250 to 500 mg supp tal dose is recc ded

Printed in U.S.A. K149-0012
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ADJUNCTIVE THERAPY IN THE TREATMENT OF PARTIAL ONSET SEIZURES IN ADULTS WITH EPILEPSY

Y 4 UNDER

levetiracetam

250 - 500 * 750 mg tablets

SIMPLIFYING SEIZURE CONTROL

B PROVIDES UP TO 4 OUT OF 10 REFRACTORY Kepprae use is associated with the occurrence

PATIENTS WITH >50% PARTIAL ONSET SEIZURE of central nervous system adverse events,
REDUCTION classified as somnolence and fatigue,

coordination difficulties, and behavioral
B NO DRUG/DRUG INTERACTIONS WITH AEDs abnormalities; and with minor, but statistically

INCLUDED IN WELL-CONTROLLED STUDIES, significant, hematological abnormalities.
A COMBINATION ORAL CONTRACEPTIVE, Kepprae dosing must be individualized
WARFARIN, OR DIGOXIN according to renal function status.

GENERALLY WELL TOLERATED

EFFICACY AND TOLERABILITY IN AN EASY-TO-USE AED —ADD-ON THERAPY STARTS WITH KEPPRA’

Please consult brief summary of prescribing information on adjacent page.

ru:] Pharma © 2001, UCB Pharma, Inc., Smyma, GA 30080 All rights reserved. Printed in US.A. K156-0701
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COVERED BY THE NOVARTIS CARE CARD

CALL 1-866-974-CARE

EXELON...The first choice
that stays the course

m Proven efficacy in global functioning, based on
evaluation of 3 key domains of Alzheimer’s disease...™!

A\ctivities of daily living Behavior Gognition

m Dosing flexibility allows customized treatment!
- Simple 1-step dosing to therapeutic dosage range

- Clear dose response that can maximize efficacy’
- Higher doses can be associated with increased incidence
of aadverse events, especially during dose titration

m Also available in oral solution

m Established safety profile
- Minimal metabolism by the CYP450 isoenzyme system'
- No clinically significant drug interactions in clinical trials'

- No dosage adjustment needed for patients with
renal or hepatic impairment!

For mild fo moderate Alzheimer's disease

EXELON

(|vas jaming fartrate)

More thon memories

*Measured by the Clinician’s Interview-Based Impression of Change With Caregiver Input (CIBIC-Plus).
Reference: 1. EXELON® [package insert]. East Hanover, NJ: Novartis Pharmaceuticals Corp; 2000.
Please see brief summary of complete prescribing information on the next page.

In controlled clinical trials, the most commmon adverse events were nauseq, vomiting, anorexia,
dyspepsia, and asthenia. EXELON use is associated with significant gastrointestinal adverse
reactions, including nausea and vomiting, anorexia, and weight loss. If therapy is interrupted for
longer than several days, freatment should be reinitiated with the lowest daily dose in order fo avoid
the possibility of severe vomiting and its potentially serious sequelae. In the controlled frials,
47% of patients experienced nausea and 31% of patients experienced vomiting. Weight loss
associated with EXELON occurred more commonly among women receiving high doses in
clinical trials. Due to increased cholinergic activity, cholinesterase inhibitors may be expected
fo increase gastric acid secretion and/or have vagotonic effects on heart rate. Therefore,
EXELON should be used with caution in patients with pepfic ulcers, gastrointestinal bleeding,
and "sick sinus syndrome” or other supraventricular cardiac conduction conditions. (Please see
important WARNINGS in brief summary of full prescribing information.)
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Exelon®
(rivastigmine tartrate)
Capsules

Rx only

BRIEF SUMMARY: Please see package insert for full prescribing information.
INDICATIONS AND USAQE: Exeton® (rivastigmine tartrate) is indicated for the treatment of mild to moderate dementia of the

with figures obtained from other clinical investigations involving different tr uses, or i i s. An of
these frequencies, however, does provide the prescrlber with one basis by which to estimate the relat:ve conmbunon of drug
and non-drug factors to the adverse event incidences in the population studied.
in general, adverse reactions were less frequent later in the course of treatment.
No systematic effect of race or age could be determined on the incidence of adverse events in the controlled studies. Nausea,
vomiting and weight loss were more frequent in women than men.
Table 2. Adverse Events Reported in Controlled Clinical Trials In at Least 2% of Pattents Recelving Exelon®

{6-12 mg/day) and at a Higher Frequency than Placebo-irsated Patiants

Alizheimer's type. s g e Placebo 6 1521(elonlj
it -
GWTMIIIIIIDATIGIIS. Exelon® (i tartrate) is in patients with known hypersensitivity to rlvastlgmlne Body Systam/Adverse Even {n=868) ( (n_ﬂ%/g)a ")
other or athar of the (see DESCRIPTION in the full p g -
WARNINGS: Adverse Exelon® tartrate) use is assoclated with significant uaslru- Percent of Patlents with any Adverse Event I 92
Intestinal adverse reactions, including nausea and vomiting, anorexia, and weight loss. For thls reason, patignts should Autonomic Nervous System
always be started at a dose of 1.5 mg BID and titrated to thelr maintenance dose. If treatment is interrupted for fonger Sweating increased 1 4
than several days, treatment should be reinitiated with the lowest dally dose (see DOSAGE AND ADMINISTRATION in the Syncope 2 3
full prescribing Information) to reduce the possibility of severe vomiting and its potentlally serious sequelae (e.g., there Body as a Whole
has been one post-marketing report of severe vomiting with esophageat ruptura following inappropriate reinitiation of Accidental Trauma [} 10
freatment with a 4.5-mg dose after 8 waeks of traatmant interruption). Fatigue 5 9
Naussa and Yomiting: In the controlled clinical trials, 47% of the patients treated with an Exelon dose in the therapeutic Asthenia 2 6
range of 6-12 mg/day (n=1189) developed nausea {compared with 12% in placebo). A total of 31% of Exelon-treated Malaise 2 5
patients developed at Iaast one episode of vomiting (compared with 6% for placebo). The rate of vomiting was higher Influenza-like Symptoms 2 3
during the titration phase (24% vs. 3% for placebo) than in the maintenance phase (14% vs. 3% for ptacebo). The rates Weight Decrease <l 3
ware higher in wamen than men. Five percent of patients discontinved for vomiting, compared to less than 1% for Cardiovascular Disarders, General
ﬂl}'"}‘ onI plau?n. Vnmltl'nu was sovmh IIn %ot Exalgn-llml.ud pn':lom:( and was gv;la'd asl mild t;r moderate sach in Hypertension 2 3
/ of patlents. The rate of nausea was higher durlng the titration phase {43% vs. 9% for placebo) than in the mainte-
nance phase (17% vs. 4% for placebo). Cenlglzzalrl:gS:srlphsral Nervous System 11 2
Weight Loss: In the controlled trials, approximately 26% of women on high doses of Exelon (greater than 9 mg/day) had Headache 12 17
welght loss of equal to or greater than 7% of thelr basellne weight compared to 6% in the placebo-treated patients. About Somnolence 3 5
15:{:. o: \hle r\llm l;\ ““,,'“““ dnshs smap 'ﬁ“'n"?“m ) simllarlu%renl \;l( mlnh\l foss compared to 4% \nﬂplmbo-tr:utsd Tremor 9 4
patlents. It is not clear how much of the weight loss was associated with anorexla, nausea, vomiting, and the diarrhea .
assoclated with the drug. E“‘;fa':l‘;::"“a' System 12 .
Anorsxia; \n the controlled clinical trials, of the patients tréated with an Exelon dose of 6-12 mg/day, 17% developed anorexia Vomiting 8 3
compared to 3% of the placebo patients. Neither the time course or the severity of the anorexia is known. Diarrhea 11 19
Paptic Ulcers/Gastrolntestinal Blseding: Because of their phar inhibitors may be expected Anorexia 3 17
to increase gastric acid secretion due to increased cholinergic activity, Therefore patlents should be monitored closely for Abdominal Pain 6 13
symptoms of active or occult gastrointestinal bleeding, especially those at increased risk for developing ulcers, e.g., those Dyspepsia 4 ]
with a history of ulcer disease or thase receiving concurrent nonsteroidal anti-inflammatary drugs (NSAIDS). Clinical studies GConstipation 4 5
of Exelon have shown no significant increase, relative to placebo, in the incidence of either peptic ulcer disease or gastrain- Flatulence 2 4
testinal bleeding. Eructation 1 2
Exelon as a inhibitor, is likely to exaggerate succinylcholing-type muscie relaxation during anesthesia. Psychiatric Disorders

Cardiovascular CondHtlons: Drugs that increase cholinergic activity may have vagotonic effects on heart rate (e.g., bradycar- Ensofmma ; g
dia). The potential for this action may be particularly important to patients with "Sick sinus syndrome” or other supraventricu- r.°" usion : e
lar cardiac conduction conditions. In clinical triats, Exelon was not associated with any increased incidence of cardi A 3 5
adverse events, heart rate or blood pressure changes, or ECG abnormalities. Syncopal episodes have been reported in 3% of Hnﬁxety . 3 3
patients racsiving 6-12 mg/day af Exelon, compared to 2% of placsbo patients. Agglr‘g;giaveogeaction 5 3
Er'i:;lr?/uslbns.tmc tIilll)trl‘wuah this was not ohserved in clinical trials of Exelon, drugs that increase chelinergic activity may cause Resistance Mechanism Disorders

N . . S . " ! Urinary Tract Infection 6 7
Neurological Conditlons: Seizures: Drugs that increase chalinergic activity are believed to have some potential for causing Respiratory Syst
seizures. However, seizure activity also may be a manifestation of Alzheimer's Disease. “"R’h’lrﬂ{é ystem 3 .

Pulmonary Conditlons: Like other drugs that increase cholinergic activity, Exelon should be used with care in patients with a

history of asthma or obstructive pulmonary disease.

PRECAUTIONS: for Patlents and Caregivers should be advised of the high incidence of nausea and

vomiting associated with the use of the drug along with the possibility of anorexia and weight loss. Caregivers should be

encouraged to monitor for these adverse events and inform the physician if they occur. [t is critical to inform caregivers that if

therapy has been interrupted for more than several days, the next dose should not be administered untif they have discussed

this with the physician,

Drug-Drug Interactlons: £fect of Exelon® {rivastigmins tarirate) on the Melabolism of Other Drugs: Rivastigmine is primar-

ily metabolized through hydrOlySIS by esterases. Minimal metabollsm occms via the major cytochrome P450 isoenzymes.

Based on in vitro studies, n drug ith dru ized by the following isoenzyme systems

are expected: CYP1A2, CVPZDG CYP3A4/5, CYP2E1, CYP2CO, CYPZCB ur CYP2C19.

No pharmacokinatic interaction was observed between rivastigmine and digoxin, warfarin, diazepam, or fluoxeting in studies in

healthy volunteers. The elevation of prothrombin time induced by warfarin is not affected by administration of Exelon.

Ellm of Other Drugs on the Metabolism of Exalon Drugs that induce or inhibit CYP450 metaholism are not expected to aiter
of r Single dose phar k studies that the of ri is not

affected by of digoxin, warfarin, diazepam, or iluoxetme

Population PX analysis with a database of 625 patients showed that the { were not i

by commony prescribed medlcanons such as antaclds {n=77), antihypertensives (n=72), B-blockers (n=42), calcium channel

blockers (n=75), antidi y drugs (p=79), estrogens (n=70), salicylate analgesics

(n=177), antianginals (n=35), and anfihistamines (n 15).

Uss with Because of their of action, inhibitors have the potential to interfere with
the activity of anticholinergic medications.

Use with lnd Other A synergistic effect may be expected when cholinesterase
inhibitors are given ly with i ine, similar blacking agents or cholinergic agenists such

as bethanechol.

Ci of Fartitlty: In carcinogenicity studies conducted at dose levels up to

1.1 mg-base/kg/day in rats and 1.6 mg-base/kg/day in mice, rivastigmine was not carcinogenic. These dose levels are
approximately 0.9 times and 0.7 times the maximum recommended human daily dose of 12 mg/day on a mg/m2 basis.
Rivastigmine was clastogenic in two in vitro assays in the presence, but not the absence, of metabolic activation. It caused
structural chromosomal aberrations in V79 Chlnese hamster lung cells and both structural and numericat ) chro-

Other adverse events observed at a rate of 2% or mere on Exelon 6-12 mg/day but at a greater or equal rate on placebo

were chest pain, peripheral edema, vertigo, back pain, arthralgia, pain, bone fracture, agitation, nervousness, delusion, para-
noid reaction, upper respiratory tract infections, infection (general), coughing, pharyngitis, bronchitis, rash (general), urinary
incontinence.

Other Adverse Events Observed During Clinical Trials: Exefon has been administered to over 5297 individuals during clinical
1rials worldwide. Of these, 4326 patients have been treated for at least 3 months, 3407 patients have been treated for at least
6 months, 2150 patients have been treated for 1 year, 1250 have been treated for 2 years, and 168 have been treated for

over 3 years, With regard to exposure to the highest dose, 2809 patients were exposed to dases of 10-12 mg, 2615 patients
treated for 3 months, 2328 patients treated for & months, 1378 patients treated for 1 year, 917 patients treated for 2 years,
and 129 treated for over 3 years.

Treatment emergent signs and symptoms that occurred during 8 controfled cfinical trials and @ open-label trials in North
America, Western Europe, Australia, South Africa, and Japan were recorded as adverse events by the clinical investigators
using terminology of their own chaosing. To provide an overall estimate of the proportion of individuals having similar types
of events, the events were grouped into a smaller number of standardized categories using a modified WHO dictionary, and
event frequencies were calculated across all studies. These categories are used in the listing below. The frequencies represent
the proportion of 5297 patients from these trials who experienced that event while receiving Exelon. Alt adverse events oceur-
ring in at least 6 patients (approximately 0.1%) are included, except for those already listed elsewhere in labeling, WHO terms
too general to be informative, relatively minor gvents, or svents unlikely to be drug caused. Events are classified by body sys-
tem and listed using the followmg definitions: frequent adverse events — those occurring in at least 1/100 patients; infrequent
adverse events — those occurring in 1/100 to 1/1000 patients. These adverse events are not necessarily related to Exelon treat-
ment and in most cases were observed at  similar frequency in placebo-treated patients in the controlied studies.

Autonomie Nervaus System: /nfrequent: Cold clammy skin, dry mouth, flushing, increased saliva.

Body as a Whole: Frequent: Accidental trauma, fever, edema, allergy, hot flushes, rigors. /afrequent: Edema periorbital or
facial, hypothermia, edema, feeling cold, hafitosis.

Cardiovascular System: Frequent: Hypotension, postural hypotension, cardiac fallure

Central and Peripheral Nervous System: Frequent: Abnormal gait, ataxia, : Paresis,
apraxia, aphasia, dysphonia, hyperkinesia, hyperrefiexia, hypertonia, hypoesthesia, hypokinesia, migraine, neuralgla nystag-
mus, peripheral neuropathy.

Systent: q Goitre, hyp

L ornidi

mosomal aberrations in human was not in three in vitro assays: the
Ames test, the unscheduled DNA symhasrs (UDS) tas\ in Tt hepatocytas {a test for induction of DNA repair synthesis), and
the HGPRT test in V79 Chinese hamster cells. Rivastigmine was not clastogenic in the in vivo mouse micronucleus test.
Rivastigmine had na effect on fertility or reproductive performance in the rat at dose levels up to 1.1 mg-base/kg/day. This
dose is approximately 0.9 times the maximum recommended human daily dose of 12 mg/day on a mg/m2 basis.

Pregnancy: Pregnancy c:l‘lanryﬂ Reproduction studies conducted in pregnant rats at doses up to 2.3 mg-base/kg/day
(appt 2 times the human dose on a mg/m2 basis) and in pregnant rabbits at doses up to
2.3 mg-b { 4 times the i human dose on a mg/m2 basis) revealed no evidence
of teratooenlctty Studles in rats showed slightly decreased fetal/pup weights, usually at doses causing some maternal toxicity;
decreased weights were seen at doses which were several fold lower than the maximum recommended human dose on a
mg/m2 basis. There are no adequate or well-controlled studies in pregnant women. Because animal reproduction studies are
not always predictive of human response, Exelon should be used during pregnancy only if the potential benefit justifies the
potential risk to the fatus.

Nursing Mothers: it is not known whether rivastigmine is excreted in human breast mitk. Exelon has no indication for use in
nursing mothers.

Pedlatric Use: There are no adsquate and well-controlled trials documenting the safety and efficacy of Exelon in any illness
occurring in children.

ADVERSE REACTIONS: Adverse Events Leading to Di The rate of di due to adverse events in
controlled ctinical trials of Exelon® {rivastigmine tartrate) was 15% for patients receiving 6-12 mg/day compared to 5% for
patients on placebo during forced weekly dose titration. While on a maintenance dose, the rates were 6% for patients on
Exelon compared to 4% for those on placebo.

The most common adverse events leading te discontinuation, defined as those occurring in at least 2% of patients and at
twice the incidence seen in placebo patients, are shown in Table 1.

Table 1. Most Frequent Adverse Events Leading to Withdrawal from Clinical Trials during Titration and Maintenance In

Patients -12 mg/day Exelon® Using 8 Forced Dose Titration
Study Phass Titration Maintenance Overall
Placebo Exglon Placebo Exalon Placeho Exelon
26-12 my/day 26-12 my/day =6-12 mg/day
(nx868) (n=1189) (n=788) {n=987) {n=868) (n=1189)
Event / %
Discontinuing
Nausea <1 8 <1 | 1 8
Vomiting <1 4 <1 1 <1 5
Anorexia 0 2 <1 1 <1 3
Dizziness <1 2 <1 1 <1 2

Most Freguent Adverss Clinical Evenis Seen In Association with the Usa of Exelon: The most common adverse events,

defined as those occurring at a frequency of at least 5% and twice the placebo rate, are largely predicted by Exelon's choliner-

gic effects. These include nausea, vomiting, anorexia, dyspepsia, and asthenia.
dverse Exelon use is jated with s

nausea, vomiting, and weight loss (see
WARNINGS).

Adverse Events Reported In Controlled Trials: Table 2 lists treatment emergent signs and symptoms that were reported in

at least 2% of patients in placebo-centrolled trials and for which the rate of occurrence was greater for patients treated with
Exelon doses of 6-12 mg/day than for those treated with placebo. The prescriber should be aware that these figures cannot be
used to predict the frequency of adverse events in the course of usual medica practice when patient characteristics and other
factors may differ from those prevailing during clinical studies. Similarly, the cited frequencies cannot be directly compared
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System: Frequent: Fecal i gastritis. Dysphagia, gastric ulcer, gastritis,
gastraesophageal reflux, Gl hemorrhage, hernia, intestinal obstruction, melena, rectal hemorrhage, gastroenteritis, uicerative
stomatitis, duodenal ulcer, hematemesis, gingivitis, tenesmus, pancreatitis, colitis, glossitis.
Hearing and Vestibular Bisorders: Frequent: Tinnitus.
Heart Rate and Rhythm Disorders: Frequent: Atrial fibrillation, bradycardla palpitation. In!requem AV block, bundle branch
bfock, sick sinus syndrame, cardiac arrest, sup!
Liver and Bltiary System Disorders: /nfrequent: Abnormal hepatic funcﬂon cholecystitis.
Metabolic and Nutritional Disorders: Frequent: D Diabetes mellitus, gout, hypercho-
lesterolemia, hyperlipemia, hypoglycemia, cachexia, thlrs1 hyperglycemla hyponatremia.
Musculoskeletat Disorders: Frequent: Arthritis, leg cramps, myalgia. /nfrequent: Cramps, hernia, muscle weakness.
Myo-, Endo-, Perlcardial and Valve Disorders: Frequent: Angina pectoris, myocardlaumarcuon
Platelet, Bleeding, and Cotting Disorders: Freguent: Epistaxis. q t penia, purpura.
Psychiatric Disorders; Frequent: Paranoid reaction, confusion. /nfrequent: Abnormal dreaming, amnesia, apathy, delirium,
dementia, depersonalization, emotional (ability, impaired d libido, disorder, suicide
attempt, |ncreased libido, neurosis, suicidal ideation, psychosis.
Red Blood Cell Disorders: Frequent: Anemia. /nfrequent: Hypochramic anemia.
Reproductive Disarders {(Female & Male): /nfrequent: Breast pain, impotence, atrophic vaginitis.
ism Disorders: Cellulitis, cystitis, herpes simplex, otitis media.

y System: g laryngitis, apnea.
Skin and Appendages: Frequent: Rashes of various kinds {macufopapular, eczema, bullous, exfoliative, psoriaform, erythema-
tous), fnfrequent. Alopacia, skin wiceration, urticaria, dermatitis contact,
Spetial Senses: /nfrequent: Perversion of taste, loss of taste.
Urinary System Disorders: Frequent: Hematuria. infrequent: Albuminuria, oliguria, acute renal failure, dysuria, micturition
urgency, nocturia, polyuria, renal calculus, urinary retention.

Vascular Disorders: - Hemorrhoids, peripheral ischemia, pulmonary embolism, thrombosis,
thrembophlebitis deep, aneurysm, hemorrhage intracranial.

Vision Disorders: Frequent: Cataract. Infrequent: Comunc(lval hemorrhage, blepharms diplopia, eye pain, glaucoma.
White Cetl and Q

Post-Introduction Reports: Voluntary reports of adverse events temporaliy assomated with Exelon that have been received
?l?]ﬂe market introduction that are not listed above, and that may or may not be causally related to the drug include the
ollowing:

Skin and Appendages: Stevens-Johnson syndrome.

Store below 77°F (25°C) in a tight container.
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